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FOR FURTHER ACTION See paragraphs 1 and 4 below 



International application No. 
PCT/US00/08794 



International filing date 
(day/month/year) 

04 April 2000 (04.04.2000) 



Applicant 

ISIS PHARMACEUTICALS, INC. 



□ 



statement under Article 19: 
The applicant is entitled, if he so wishes, to amend the claims of die international application (see Rule 46): 



I I The applicant is hereby notified that no in 
Article 17(2Xa) to th 



ft will be established and that the declaration under 



^\ With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

| 1 the protest together with the decision thereon has been transmitted to the International Bureau together with the 
applicant's request to forward the texts of both the protest and the decision thereon to the designated Offices. 

I | no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 
4. Further aetioo(s): The applicant is reminded of the following: 



Shortly after 18 mo 

If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application , or of the 
au as provided in rules 90 bis 1 and 90 bis 3, respectively, before the 



to postpone the entry into the m 



il phase until 30 months from the priority date (in some Offices even later). 



Within 20 months from the priority date, die applicant must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in the demand or in a later election within 19 months from the 
priority date or could not be elected because they are not bound by Chapter II. 



George Emotr~-#-' 

Telephone No. 703-308-0196 [ 



Name and mailing address of the ISA/US 

Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C. 20231 
Facsimile No. (703)305-3230 



Form PCT/ISA/220 (July 1998) 
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PCT 



INTERNATIONAL SEARCH REPORT 
(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 
ISPH-0451 


FOR FURTHER 
ACTION 


see Notification of Transmittal of International Search Report 
(Form PCT/ISA7220) as weU as, where applicable, item 5 


International application No. 
PCT/US00/08794 


International filing date (day/month/year) 
04 April 2000 (04.04.2000) 


(Earliest) Priority Date (day/month/year) 
06 April 1999 (06.04. 1999) 



Applicant 

ISIS PHARMACEUTICALS, INC. 



This international search report has been prepared by this International Searching Authority and is a 
applicant according to Article 18. A copy is being transmitted to the International Bureau. 

This international search report consists of a total of '■— ^ sheets. 

|^ It is also accompanied by a copy of each prior art document cited in this report. 



1. Basis of the Report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
is fded, unless otherwise indicated under this item. 



□ 



the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
search was carried out on the basis of the sequence listing: 
contained in the international application in written form, 
filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readable form. 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
internatioLuix application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

I | Certain claims were found unsearchable (See Box I). 
f~l Unity of invention is lacking (See Box II). 
With regard to the title, 

|^ the text is approved as submitted by the applicant. 

I | the text has been established by this Authority to read as follows: 



z 

□ 



With regard to the abstract, 

the text is approved as submitted by the applicant. 
| | the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant 

may, within one month from the date of mailing of this international search report, submit comments to this 

Authority. 

The figure of the drawings to be published with the abstract is Figure No. 

I | as suggested by the applicant. Q None of the figures 

I | because the applicant failed to suggest a figure. 

I | because this figure better characterizes the invention. 



Form PCT/ISA/210 (first sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/US00/08794 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC(7) : C07H 21/04, 21/02; C12Q 1/68; C12N 5/00; A01N 43/04; A61K 31/70 
US CL : 536/23, 24.31, 24.33, 24.5; 435/6, 91, 31, 325, 375; 514/55 
According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 536/23.1, 24.31, 24.33, 24.5; 435/6, 91, 31, 325, 375; 514/44 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
Please See Continuation Sheet 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * 



Citation of document, with 



where appropriate, of the relevant passages 



Relevant to claim No. 



COHEN et al. The Critical Role of -38 MAP Kinase in T Cell HIV-1 Replication. 
Molecular Medicine. May 1997, Vol. 3, Nol. 5, pages 339-346, especially page 342. 



CROOKE, S.T. Basic Principles of Antisense Therapeutics. In: Antisense Research and 
Applications, Springer-Verlag Press, Berlin, Heidelberg, & New York. My 1998, pages 
1-49, especially page 3. 

BRANCH, A. A good antisence molecule is hard to find. TIBS. February 1998, Vol. 
23, pages 45-50, especially page 45. 



23-27 
1-40 



| | Further documents are listed in the continuation of Box C. Q See patent family ai 



filing date or priority 



at defining the general state of the art which is not considered to be 




Date of the actual completion of the international search 


Date of mailmg^r^the^nterga^^|a^«irch report 


Name and mailing address of the ISA/US 

Conraissioeer of Patents and Trademarks 
Box PCT 

Washington, D.C. 20231 
Facsimile No. (703)305-3230 


Authorized officer (^4^^ fru^t^ 
Telephone No. 703-308-0196 



Form PCT/ISA/210 (second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/US00/08794 



Continuation of B. FIELDS SEARCHED Item3: USPAT, EPO, JPO, DERWENT, DIALOG, CAplus 

Search terms: mitogen activated protein kinase, p38, inhibit, antiagonist, antisense, aptamer, triplex, AS-OSN, oligonucleotide, 

ribozyme 



Form PCT/ISA/210 (extra sheet) (July 1998) 



NOTES TO FORM PCT/ISA/220 (continued) 




1- r^henc oopialiy there were 48 ciaims tod after __ 

cUum X < 33 •*! 36 unchanged; new daims 49 to 51 added: 



alio6aodl4 
»7«oD 

4 " jg^Y^ B>l ^ ad,of 



W««Ued; data. 14, 15^ Mttol^h.-^ 
data 14; data 17 f«MH*fad into amended dUn^ui^J^^Z^fflSSP^ 

"Statement under Article 1X1)- (Rale 444) 

IbeaMcmemwfflbepiiliiishedwttte 
Tbe^emeot^ 

ftttoMmxcmomaaq " 

*eport may be made only in connection with an m 



JS."^!|^ h ~~ ™ = « * ^ *» o**n**«! jfKSiotow fa, n «tl*tad. Tbe letter 



x of Gliat any smrrvWrv i trader Artidc W, a demand fotaenutictalmdii 
oeen atmmmed, me appiicut man preferably at me aamc time of fflfa^tM » 

— r— 1 ' Boreao, atao Gk a copy of such • *-n-nTt with tbe lotctuaoNorul M 

Authority (aee Rule 623(a), Cm semence). ■™~" nc "» w " n B " e,MtiOMl ^ 

■•nee wltfc ream^ to traa-lrtlon cf tta m«e^ 

Tbe applicant* attention is drawn to the fact that, where upon entry into tbe national phase a translation ofOv 
damn as amended under Amde 19 may have to be funusbed to me ^e^Oc^ioin^^^^lt 
in addition to, tbe translation of (he dainu is filed. •«= ucNKHuxveieoM unices, instead of, or 

rftach da.en.tol/ckctod Office, see Volume fi of to PCT Applicant's 



eo Fonn PCT/ISA/220 (secood sheet) (July 1992) 



